Application No. 10/540,443 

Reply to Office Communication Dated: 

Response Dated: March 7, 2008 



January 25, 2008 



Amendments To The Specification: 

Please amend the I Specification to read as follows: 

Enter the Sequence Listing accompanying this submission into the Specification of the 
above-identified application. 

Replace Table 1 in the Specification of the above-identified application with the 
following table: 



Table 1. Naturally Occurring Opioid Peptide Sequences. 


Peptide 


Sequence 


Subtype 


Met-Enkephalin 


YGGFM(SEQIDN0:2) 




Leu-Enkephalin 


YGGFL (SEQIDN0:3) 




Dynorphin A 


YGGFLRRIRPKLKWNNQ (SEQ ID N0:4) 




Dynorphin B 


YGGFLRRQFKWT (SEQ ID N0:5) 


K(^,5) 


a-Neoendorphin 


YGGFLRKY (SEQ ID NO:6) 


K(^,5) 


P-Neoendorphin 


YGGFLRKYP (SEQ ID NO:7) 


K(|a,6) 


Ph-Endorphin 


ygGfmtseksqtplvtlfknaiiknaykkge 


M/5 




(SEQIDNO:8) 


Peptide E 


YGGFMRRVGRPEWWMDYQKRYGGFL (SEQ ID NO:9) 




Peptide F 


GGEVLGKRYGGFM (SEQ ID NO: 10) 




Nociceptin 


FGGFLRRIRPKLKWNNQ (SEQ ID N0:1 1) 


ORL 


Deltorphin 


YmFHLMD-C0NH2 (SEQ ID NO: 12) 


6 


Dermorphins 


YaFGYPS-CONHz (SEQ ID NO: 13) 




Morphiceptin 


YPFP-CONH2 (SEQ ID NO:[[14]]12) 




P-Casomorphin 


YPFPGPI (SEQ ID NO:[[15]]13) 




Endomorphin-1 


YPWF-CONH2 (SEQ ID NO:[[16]]14) 




Endomorphin-2 


YPFF-CONH2 (SEQ ID NO:[[17]]15) 




Rubiscolin-6 


YPLDLF (SEQ ID NO: [[18]] 16) 


5 
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Application No. 10/540,443 

Reply to OflBce Communicatijan Dated: January 25, 2008 
Response Dated: March 7, 2008 

Replace paragraph [00018] in the Specification of the above-identified application with 
the following paragraph: 

[0001 8] The classic motif for opioid receptor binding is the YGGF (SEQ ID NO: 1) 
sequence. While some variations are possible in this motif, it appears that the first tyrosine and 
the fourth phenylalanine are invariant requirements of enkephalins. The discovery of natural 
opioid peptides in the skin of the firog Phyllomedusa bicolor, which naturally produces the 
enantiomeric D-amino acids, led to investigations of other D-amino acids which can substitute 
for the glycine intermediiate residues in the motif In particular, the several motifs with a D- 
amino acids, including Tyr-D-Cys-Gly-Ph e (SEQ ID NO: 19) , Tyr-D-Ala-Gly-Phe (SEQ ID 
NO:20) , and Tyr-D-Thr-Gly-Phe (SEQ ID NO:21) have been found effective synthetic 
enkephalin message sequences. Synthetic enkephalin analogues with a D-amino acid substituted 
for the first glycine haveibeen designed to bias the conformation of the molecule to obtain 
greater affinity for opioid receptors. Note that in the Table 1 above and 2 below that the small 
case letter designation refers to a D-amino acid, such as "t" referring to D-Thr. 
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